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Director, Monograph Review Division
Office of OTC Drugs

Food and Drug Administration, 4FN-210
7520 Standish Place

Rockville, MD 20855
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Dear Dr. Gilbertson:

On May 20th, we participated in a meeting at the FDA to review the safety of 27
hydroquinone as a skin depigmenting agent,

During that presentation we reviewed our experiences with hydroquinone, and now
wish to summarize our remarks so that they can be included in the record.

Of the several depigmenting agents (over 20) that have been studied in our
laboratory, as well as by other investigators, hydroquinone is the only skin
hypopigmenting agent that is both safe and effective at, and somewhat above, the
(2Z) OTC concentration. At concentrations above 3%, hydroquinone is irritant.
Serious side effects may occur only at high concentrations exceeding 4 to 57 HQ
when used continuously for a long period of time. For treatment of melasma and
other pigmentary problems, we recommend 27 HQ in combination with retinoic acid
and topical sunscreens (SPF 30). Two percent HQ is also recommended in
maintenance therapy of melasma. Unlike the depigmentation induced by
monobenzyl-ether of hydroquinone, the hypopigmentation induced by HQ is not
permanent; in fact, the bleached skin can be repigmented. It is this property
which makes HQ a better bleaching agent. A potent skin bleaching agent is
4-isopropyl catechol, but it causes skin sensitization. Hydroquinone does not

cause any skin sensitization or allergic reaction. Hydroquinone formulations
must be well stabilized against oxidation.

Hydroquinone at 2% concentration is a non-irritant, non-sensitizing agent that
exerts mild hypopigmenting effects in brown or black skin, provided the individual
avoids exposure to sunlight and uses opaque sunscreens (SPF>15-30).

There is no evidence that this compound promotes skin cancer, with or without
sunlight. Furthermore, in our clinical research experience of over 35 years,
ochronosis reportedly associated with hydroquinone use is a very rare event in

the U.S. and one which should not affect the OTC safety of 27 hydroquinone.
Ochronosis cases that have been reported in literature resulted from unsupervised
use of hydroquinone formulations that invariably contained HQ greater than 5 to 7%

Trvios s | g;u



William E. Gilbertson, Pharm. D.
July 2, 1992
Page 2

In summary, it is our opinion that 2% hydroquinone, as a skin hypopigmenting
agent for epicutaneous application, is a useful OTC drug. In dermatology, there
is no other safe and effective OTC drug for achieving uniform and predictive
hypopigmenting action on skin.

Please include this letter in the record of your rulemaking on OTC hydroquinone.

Sincerely yours,

Thomas B. Fltzpatrlck‘iij D., Ph.D.
Professor of Dermatology, Fmeritus

Madhu A. Patl":gly/i]i > Ph.D.

Senior Associate in Dermatology
(Research Professor)
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH
DATE:
FROM: Director
Monograph Review Staff (HFD-810)
IR TRem.  Matarial far Nackar N 29N - 065
OSUDBJLEUL S dauverial I0or uUgCKeu NO., £ LN Nt
TO:

Dockets Management Branch (HFA-305)

The attached material should be placed on public
display under the above referenced Docket No.

<«

This material should be cross-referenced to
Comment({s) No.

Attachment
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William E. Gilbertson, Pharm. D.
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Thomas B. Fitzpatrick, M.D., Ph.D
Professor of Dermatology, Emeritus
Department of Dermatology

Harvard Medical School w
Massachusetts General Hospital -~
Boston, MA 02114 3
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Dear Dr. Fitzpatrick: -
H

I am responding to your letter of July 2, 1992, summarlzlng;your
presentation during the hydroquinone feedback meetlng held én May
20, 1992, between the Nonprescription Drug Manufacturers
A55001at10n s Hydroquinone Task Group and FDA. You stated Eﬁat
2% hydroqulnone, as a skin hypopigmenting agent for epicutaneous
application, is a useful OTC drug, and there is no other safe and
effective OTC drug for achieving uniform and predictive
hypoplgmentlng action on the skin. Further, you stated that
there is no evidence that hydroquinone promotes skin cancer, and
in 35 years of clinical research experience, ochronosis
reportedly associated with hydroquinone use is a very rare event
in the United States and should not effect the oOTC safety of this
ingredient. You requested that your letter be included in the
record for the rulemaking on OTC skin bleaching drug products.

The FDA is currently reviewing all available scientific data on
the safety and effectiveness of hydroquinone, including data
presented by you and other members of the dermatological
community during the May 20, 1992 feedback meeting regarding
hydrogquinone's medicinal 1mportance and clinical benefit as an
OTC drug. The agency appreciates the summary of your experiences
with OTC skin bleaching drug products containing 2% hydroquinone
and is including your letter in the administrative record for the
agency's current rulemaking for OTC skin bleaching drug products.

Thank you for sharing your views with us.

Sincerely yours,

AQVFE

William E. Gilbertson, Pharm. D.
Director, Monograph Review Staff

Office of OTC Drug Evaluation

Center for Drug Evaluation and Research
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' We understand that' the Food & Drug Administration is reviewing:the regulatory
‘status of 2% Hydroguinone as. the active ingredient-in over-the-counter fade creams
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‘May 19,1992

. Dr. David A. Kessler

‘Rockville, Maryland 20857

~ ~ We are hopeful tbai the ﬁnc}fmg‘s willresult:
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"Food & Drug Administration .

5600 Fishers Lane -

Dear Dr: K¢Sslér: o S v

Wewant to. ;co}n'g;ramtlate\.‘yf)‘u; fot"/;aking) gh@ Jgutlative in ‘stﬁdyingéi this. product.
Historically, \fpx;oduéts\'uSegL by women have fot been subject to the appropriate -

~ scrutiny, and we do know that' many older” women use these products.” As you

~ proceed with the study we believe it is ixfﬁgqé:@nxs;ﬁa}t‘\cor‘}sume»rs input be included
. imitsdesign. ST T S :
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his pr@duct continuing t{):bé’ available
iued choice in its use.
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~ Sincerely, . . i
“xecutive Director
ST i ;
: : !
_, ; * e
; s : ks
. £ : e
| : b
: e
, ¢ : T i
; i : s
: i Lo Aab iy,
w £ f ot
X ; R o N
f : ’ =29
N ? Uh’:.a

g7 JUli -1 Pl 3: 30

' Older Women's League | |
1202)783:6686  (202)638:2356 FAX

L OoM3T

o B .



